 MBL/CRP ratio might be a useful marker of infectious complications.
Introduction 1 2
The innate immune system means immediate defence against infections and activates an 3 adequate specific immune response [1] . When the adaptive immune response is immature or 4 compromised, the innate immune system constitutes the principle defense against infection 5
[2]. Mannose-binding lectin (MBL) is a C-type serum lectin that plays a central role in the 6 innate immune response. MBL is produced by liver and is an acute phase protein [3, 4] . The 7 opsonic activity of MBL was first described in relation to immune deficiency in 1968 [5] . In 8 plasma, MBL is associated with MBL-associated serine proteases (MASPs). MASP-2 is the 9 enzyme of MBL/MASP complex needed for activation of complement factor C4 [6] . 10
The subunit of MBL consists of an N-terminal cross-linking region, a collagen-like domain, 11 and a C-terminal carbohydrate-recognition domain (CRD) [7] . The oligomeric configuration 12 permits to have multiple CRDs [8] . MBL binds microbial surface carbohydrates and mediates 13 opsonophagocytosis directly and by activation of the lectin complement pathway [9, 10] . 14 Staphylococcus aureus and β-hemolytic group A streptococci bind MBL, but only a part of 15 several species (E. coli, Klebsiella species, Haemophilus influenzae, etc.) showed significant 16 binding [11] . MBL binding is inhibited by encapsulated organisms [10] . MBL allows 17 opsonization of Aspergillus fumigatus, Candida albicans and Criptococcus neoformans, the 18 main microorganisms involved in invasive fungal infections (IFI) [11, 12] . 19 MBL is also involved in the recognition of self-targets, such as apoptotic and necrotic cells 20 [13] . The endothelial cells exposed to oxidative stress bind MBL [14] . Neoplastic diseases are 21 often associated with altered glycosylation patterns, so surfaces of malignant cells might be 22
recognised by MBL as non-self [15] . 23 The reason of low MBL level may be the actual MBL concentration or the level of functional 24 activity. If the goal is to estimate the activity of MBL/MASP complex, so MBL pathwayactivity, anti-C4 antibody is needed to determine the amount of C4b bound to the surface 26 [1, 16] . The results of this assay correlate well with assay for MBL as antigen, except in case 27 of MASP-2 deficiency [17, 18] . 28 Serum MBL concentrations vary from 5 to 5000 ng/ml, because of genetic mutations within 29 the gene and its promoters [19, 20] . More than 10% of the general population may be 30 classified as MBL deficient [1] . The majority of MBL-deficients are healthy without higher 31 susceptibility for infections [21] . MBL deficiency may increase risk of infection when 32 additional impairments of the immune system are present [22] . 33
There is a strong correlation between MBL concentration and genotype [23, 24] . Individuals 34 with the same genotypes may differ by 10-fold in MBL levels [25] . The capacity to increase 35 MBL concentration during febrile neutropenia is associated with MBL2 genotype [26] . There 36 is a small increase during acute phase responses [4] . This increase is slow (1-2 weeks after the 37 inducing event) and modest (up to three-fold increase) [1] . 38
The variant monomers have less complement fixation capability and higher turnover [27] . The 39 impairment of polymerization causes low serum levels of high molecular weight MBL and 40 impaired MBL function [28] . The number of fungal infections increases post-HSCT and invasive infections can be a 53 significant cause of morbidity and mortality. The two most common and clinically relevant 54 pathogens are Candida and Aspergillus [39, 40] patients and healthy controls (11.4% vs 13.9%). The proportion of MBL deficients was the 163 highest among HL patients (Table 2) . MBL concentration of the control population and the 164 examined patients according to diagnosis (NHL, HL, MM) were compared. Median MBL 165 level was the highest among patients with NHL. The onset of first infection was the earliest 166 among patients with HL (Table 3 ). The distribution of infectious episodes according to 167 diagnosis is showed in Table 4 . 168
The most common infections after transplantation are respiratory tract infections and 169 infections with high CRP, fever and severe mucositis. Reviewer's comments were:
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